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Please amend the claims as follows 



1. (Amended) A method of optimizing therapeutic 
ef fic/cy [of 5-mercaptopurine drug/ for treatment of an 
immuAe-mediated gastrointestinal yaisorder, comprising: 



(a) administering a /6-mercaptopurine] drug to a 
^subject having said immune-mecaiated gastrointestinal disorderj 
wherein said drug provides 6/thioauanine to said subject ; and 



(b) determining A level of 6-thioguanine in said 
si^bject having said immune-mediated gastrointestinal disorder, 

wherein a level of 6-thioguanine less than a level 
cojiresponding to about /230 pmol per 8x10^ red blood cells 
indlicates a need to increase the amount of [6-mercaptopurine] 
saib drug subsequentLy administered to said subject and 



wherein a/level of 6-thioguanine greater than a level 
corres'pi^onding to at/out 400 pmol per 8x10^ red blood cells 
indicates a need tjo decrease the amount of [6-mercaptopurine] 
said drug subsequently administered to said subject. 




7. (Amended) A mi&thod of reducing toxicity associated 
with [6-mercaptopurine dru^ treatment of an 
immune-mediated gastrointorstinal disorder, comprising : 
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(a) administering a [ 6-iAercaptopurine] drug to a 
subjedt having said immune-mediayced gastrointestinal disorderj 
where/n said drug provides G-th^^oauanine to said subject ; [and] 

(b) determining a Ifevel of [a 6-mercaptopurine 
itabolite] 6-thioauanine iry said subject having said 

immune -mediated gastrointestinal disorder [ , ] ; and 



(c) determining /a level of 6-methyl-mercaptopurine in 
said subject having said jfi-mmune-mediated gastrointestinal 
disorder, 

wherein a lev^l of [said 6-mercaptopurine metabolite] 
6-thi\oguanine greater nhan [a predetermined toxic level of said 
6-merAaptopurine metabfolite] about 400 pmol per 8x10^ red blood 
cells ^r a level of Gifmethyl-mercaptopurine greater than about 
7000 pm^fel per 8x10^ rpd blood cells indicates a need to decrease 
the amou\t of [ 6-merfcaptopurine] said drug subseguently 
administe3?^d to sale/ subject, thereby reducing toxicity 
associated with [ 6-^ercaptopurine] said drug treatment of said 
Jjomune-mediated gastrointestinal disorder . 



(Amended) The method of claim [11] 2/ wherein 
said toxicity associated with [6-mercaptopurine] said drug 
treatment is hematologic toxicity. 




i\A^y^, (Amended) The method of claim [14] 2/ wherein 
said toxicity associated with [6-mercaptopurine] said drug 
treatment is hepatic toxicity. 
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^ ' (Amended) The method of claim 7, wherein said 

level of [ 6-mercaptopurine metabolite] 6-thioauanine and said 
level of 6-methyl-mercaptopurine each is determined in red blood 



cells 



19. (Amended) A method ybf optimizing therapeutic 
efficacy and reducing toxicity assyociated with [6-mercaptopurine 
drug] treatment of an immune-mediyated gastrointestinal disorder, 
comprising : 



(a) administering a /[6-mercaptopurine] drug to a 
subject having said immune-m^^iated gastrointestinal disorderj 
wherein said drug provides ^-thioauanine to said subject ; 



(b) determining /a level of 6-thioguanine in said 
subject having said immun/e-mediated gastrointestinal disorder; 
and 

(c) determirying a level of 6-methyl-mercaptopurine in 
said subject having said immune-mediated gastrointestinal 
disorder, 



wherein a level of 6-thioguanine less than [a 
predetermined minimal therapeutic level] about 230 pmol per 8x10^ 



red blood cells indicates a need to increase the amount of 
[6-mercaptopurine] said drug -subsequently administered to said 
subject, thereby increasing therapeutic efficacy, 
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wherein a level of 6-"tfhioguanine greater than [a 
predetermined toxic level of s/thioguanine] about 4 00 pmol per 
8x10^ red blood cells indicat^ a need to decrease the amount of 
[ 6-mercaptopurine] said drug/subsequently administered to said 
subject, thereby reducing t/xicity associated with 
[6-mercaptopurine] said dr/g treatment of said immune-mediated 
gastrointestinal disorder/ and 

wherein a levjkl of 6-methyl-mercaptopurine greater than 
[a predetermined toxicy level of 6-methyl-mercaptopurine] about 
7000 pmol per 8x10^ re/d blood cells indicates a need to decrease 
the amount of [ 6-merycaptopurine] said drug subsequently 
administered to saiyfl subject, thereby reducing toxicity 
associated with [ 6/-mercaptopurine] said drug treatment of said 
immune-mediated gastrointestinal disorder, 

y 

In claim 29, line 2, please delete ^'6-mercaptopurine" 
and insert therefor — said--. 



30. (Amended) A methodf of optimizing therapeutic 
efficacy of [6-mercaptopurine dri^] treatment of a non-IBD 
auto/mmune disease, comprising: 



(a) administering bJ [6-mercaptopurine] drug to a 
bject having said non-IBD /autoimmune disease , wherein said drug 
rovides 6-thioauanine to /aid subject ; and 

^/ (b) determinir^g a level of 6-thioguanine in said 

subject having said nonr-IBD autoimmune disease, 
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wherein a level of ^-thioguanine less than [a minimal 
therapeutic level] about 23Q/pmol per 8x10^ red blood cells 
indicates a need to increa/e the amount of [ 6-mercaptopurine] 
said drug subsequently administered to said subject and 




wherein a le/el of 6-thioguanine greater than [a level 
corresponding to a pi^determined toxic level] about 400 pmol per 
8x10^ red blood cell/ indicates a need to decrease the amount of 
[6-mercaptopurine] feaid drug subsequently administered to said 
subject . 

In claim 33, line 2, please delete ''6-mercaptopurine 
metabolite" and insert therefor --6-thioguanine — . 

,35. (Amended) A melfliod of optimizing therapeutic 
'Efficacy and reducing toxicit^y associated with [6-mercaptopurine 
drug] treatment of an immune-/iediated gastrointestinal disorder, 
omprising : 

(a) administering a [6-mercaptopurine] drug to a 
suliject having said immuna-mediated gastrointestinal disorderj^. 
whej^ein said drug provides 6-thioauanine to said subject ; [and] 

(b) determining a level of [a 6-mercaptopurine 
metabc^ite] 6-thioauar/ine in said subject having said immune- 
mediated gastrointestrinal disorder [ , ] ; and 





# • 
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(c) determining a level of 6-methyl-mercaptopurine in 
said subject having said immune-fnediated gastrointestinal 
disorder , 





wherein a level of [/said 6-mercaptopurine metabolite] 
6"thioguanine less than [a predetermined minimal therapeutic 
level] about 230 pmol per Qxllo^ red blood cells indicates a need 
to increase the amount of [ sAmercaptopurine] said drug 
subsequently administered t^ said subject, thereby increasing 
therapeutic efficacy, and 

wherein a level /of [said 6-mercaptopurine metabolite] 
6-thioguanine greater thai [a predetermined toxic level of said 
6-mercaptopurine metaboliite] about 400 pmol per 8x10^ red blood 
cells or a level of 6-metfhyl-mercaptopurine greater than about 
7000 pmol per 8x10^ red alood cells indicates a need to decrease 
the amount of [ 6-mercap1iopurine] said drug subsequently 
administered to said subject, thereby reducing toxicity 
associated with [ 6-merqaptopurine] said drug treatment of said 
immune -media ted gastrointestinal disorder . 



(Amended) The method of clain^^!^, wherein said 
level of [said 6-mercaptopurine metabolite] 6-thioguanine and 
said level of 6-methyl-mercaptopurine each is determined in red 
blood cells. 




/ 



In claim 46, line 2, please delete "6-mercaptopurine" 
and insert therefor --said — . 
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Please add the following new claims. 



" ' (New) The method of claim 1, wherein said drug 

is selected from the group consisting of 6-mercaptopurine^ 
azathioprine, 6-thioguanine, and 6-methylmercaptopurine riboside. 



^^^^^/8^. (New) The method of claim 7, wherein said drug is 
selected from the group consisting of 6-mercaptopurine, 
azathioprine, 6-thioguanine, and 6-methylmercaptopurine riboside. 

^ 4^. (New) The method of claim wherein said drug is 

selected from the group consisting of 6-mercaptopurine, 
azathioprine, 6-thioguanine, and 6-methylmercaptopurine riboside. 




(New) The method of claim wherein said drug is 

selected from the group consisting of 6-mercaptopurine, 
azathioprine, 6-thioguanine, and 6-methylmercaptopurine riboside. 

5<L . (New) The method of claim 3^, wherein said drug is 
selected from the group consisting of 6-mercaptopurine, 
azathioprine, 6-thioguanine, and 6-methylmercaptopurine riboside. 



52. (New) A method bt optimizing therapeutic efficacy 
tment of a non-IBD auto/mmune disease, comprising: 




(a) administering/a drug to a subject having 
on-IBD autoimmune disease/ wherein said drug provides 
-thioguanine to said suh^ect; 



said 
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(b) determining a levfel of 6-thioguanine in said 
subject/ having said non-IBD au/oimmune disease; and 

(c) determining a level of 6-methyl-mercaptopurine in 
said/subject having said non-/lBD autoimmune disease. 




wherein a level of 6-thioguanine less than about 
2^0 pmol per 8x10^ red bloofl cells indicates a need to increase 

le amount of. said drug supsequently administered to said subject 
md 

wherein a leveJ/ of 6-thioguanine greater than about 400 
pmou per 8x10^ red blood /cells or a level of 
6-me\hyl-mercaptopurine greater than about 7000 pmol per 8x10^ 
red blood cells indicates e need to decrease the amount of said 
drug subsequently administered to said subject, thereby reducing 
toxicitV associated with sai?^ drug treatment of said 
non-IBD \autoimmune disease , 

53. (New) The method of dairy 52, wherein said level 
of 6-thioguanine and said level of 6-met^yl-mercaptopurine each 
is determined in red blood cells, 



54. (New) The method of 
is determined using high pressure 




m 53, wherein said level 
chromatography . -- 




